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DETAILED ACTION 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1, 3-8, 10-13 and 15 are rejected under 35 U.S.C. 1 12, first paragraph, because 
the specification, while being enabling for the free base of pantoprazole (including either or both 
of the enantiomers), their anhydrous salts, the sodium sesquihydrate and the magnesium 
dihydrate, does not reasonably provide enablement for the full scope of hydrates and solvates 
claimed. The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. 

Many of the factors regarding undue experimentation have been summarized in In re 
Wands, 858 F.2d 731, 8 USPQ2d 1400 (Fed. Circ. 1988) as follows: 

(1) The quantity of experimentation necessary (time and expense); 

(2) The amount of direction or guidance presented; 

(3) The presence or absence of working examples of the invention; 

(4) The nature of the invention; 

(5) The state of the prior art; 

(6) The relative skill of those in the art; 

(7) The predictability or unpredictability of the art; and 

(8) The breadth of the claims. 

The claims are drawn to all theoretical solvates and hydrates of pantoprazole that might 
be prepared. However, it appears that only the sodium mono and sesquihydrates, and the 
magnesium dihydrate are known. See Kohl (WO 00/10995) at page 2, 1 st paragraph. There do 
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not appear to be any known isolated solvates. It is not clear how broad the claims are because it 
is not possible to predict the number of hydrates and/or solvates that might be prepared. 
Vippagunta et al (Adv. Drug Deliv. Rev., 2001) addresses the state of the art with respect to the 
preparation of these types of formulations. See section 3. "The mere presence of water in a 
system is not a sufficient reason to expect hydrate formation, because some compounds, though 
they are soluble in water, do not form hydrates." Section 3.1. It is known that pantoprazole forms 
hydrates, but it is not known how many or what type it is possible to form. The specification 
gives provides not guidance with respect to the preparation of any hydrates not already disclosed 
in the art. With respect to solvate preparation, the guidance in the specification amounts to 
speculation that "[i]f pantoprazole is isolated in crystalline form, it may contain variable 
amounts of solvent." This, of course, is a truism in any crystal formation, but it gives no 
guidance as to what, if any, solvates are or can be formed. Per Vippagunta, the mere prediction 
of what solvates and/or hydrates might be formed is complex and difficult — never mind the 
actual preparation of said solvates and/or hydrates. In view of the foregoing, one of ordinary skill 
would require undue experimentation to make and use the inventive product commensurate with 
the scope of the claims. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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Claims 1, 4-8, 10, 12, 13 and 15 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Ishiguro et al (WO 96/38175). 

Ishiguro teaches the preparation of cyclodextrin inclusion complexes of benzimidazole 
derivatives and their physiologically acceptable salts. One of the suggested species is 
pantoprazole. See pages 3 and 22-26. The reference further teaches the further addition of 
pharmaceutical auxiliaries. See pp. 27-28. Example 3 exemplifies the use of ethanol as the 
solvent for the preparation of inclusion complexes. The reference further teaches the use of 
inclusion complexes for the treatment of a number of gastrointestinal disorders. See paragraph 
bridging pp. 29-30. Regarding claim 7, the reference does not describe the type of inclusion 
complex that is formed, but inclusion formation is a function of the structure of the guest 
molecule and the cyclodextrin used, so preparing a pantoprazole xyclodextrin complex according 
to Ishiguro would be expected to result in a 1:1 inclusion complex, as recited in the claims. The 
typical inclusion complex is a 1 : 1 complex. Ishiguro does not exemplify a 
pantoprazole xyclodextrin complex. Only lansoprazole is exemplified. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a pantoprazolexyclodextrin complex by substituting pantoprazole 
for lansoprazole in any of the examples disclosed by Ishiguro. One of ordinary skill would have 
been motivated to prepare such a complex because it is expressly suggested in the reference. In 
the absence of unexpected results, the artisan would have a reasonable expectation of success in 
preparing such a product. It would be further obvious to administer such inclusion complexes in 
the prevention/treatment protocols expressly suggested in the reference. One of ordinary skill 
would reasonably expect success in providing such treatment. 



Application/Control Number: 10/501,295 Page 5 

Art Unit: 1623 

Claims 1, 2, 4-8, 10 and 12-15 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Ishiguro et al (WO 96/38175) in view of Kohl (WO 00/10995). 

Ishiguro teaches as set forth above. The reference does not teach the use of pantoprazole 
sodium sesquihydrate or pantoprazole magnesium dihydrate. 

Kohl teaches that several salt hydrates of pantoprazole, including pantoprazole sodium 
sesquihydrate or pantoprazole magnesium dihydrate, are known. See page 2, first paragraph. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to use any known salt form of the benzimidazole species, such as 
pantoprazole, for the preparation of cyclodextrin inclusion complexes with a reasonable 
expectation of success for their art-disclosed utility. The artisan would be motivated to use 
pantoprazole sodium sesquihydrate or pantoprazole magnesium dihydrate because Ishiguro had 
suggested the use of benzimidazole salts, and Kohl and taught their availability. 

Claims 1, 3, 4, 6-8, 12, 13 and 15 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Klokkers et al (WO 98/40069). 

Klokkers teaches the preparation of cyclodextrin (including p-cyclodextrin) inclusion 
complexes of benzimidazole derivatives. One of the suggested species is pantoprazole. See 
abstract and page 5, first three full paragraphs. See also examples for preparation method. The 
reference further teaches the further addition of pharmaceutical auxiliaries. See pp. 6-8. 
Regarding claim 7, complexation formation is addressed above. Klokkers does not exemplify a 
pantoprazolexyclodextrin complex. Only omeprazole is exemplified. 
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It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a pantoprazolexyclodextrin complex by substituting pantoprazole 
for omeprazole in any of the examples disclosed by Klokkers. One of ordinary skill would have 
been motivated to prepare such a complex because it is expressly suggested in the reference. In 
the absence of unexpected results, the artisan would have a reasonable expectation of success in 
preparing such a product. 

Claims 1-4, 6-8, 10, and 12-15 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Min et al (WO 93/13138) in view of Ishiguro et al (WO 96/38175) and Kohl (WO 
00/10995). 

Min teaches the preparation of cyclodextrin (including p-cyclodextrin) inclusion 
complexes of benzimidazole derivatives and salts thereof. The genus of derivatives defined by 
Formula (I) includes omeprazole and lansoprazole. The reference further teaches the further 
addition of pharmaceutical auxiliaries. See pp. 4-5. Regarding claim 7, complexation formation 
is addressed above. The complexes have excellent storage stability, dissolution and absorption 
properties after oral administration. Min does not teach the use of pantoprazole. 

Ishiguro teaches as set forth above. This reference establishes the equivalence among 
benzimidazole derivatives, such as omeprazole, lansoprazole and pantoprazole, with respect to 
inclusion complex formation with cyclodextrins. 

Kohl teaches as set forth above. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to prepare a cyclodextrin inclusion complex comprising any available salt of 
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a benzimidazole derivative for the art-disclosed advantages of enhanced dissolution, etc. One of 
ordinary skill would reasonably expect success in using a pantoprazole salt because Ishiguro had 
established equivalence between pantoprazole and the benzimidazole derivatives suggested by 
Min. In the absence of unexpected results, one of ordinary skill would reasonably expect success 
in using any of the known pantoprazole derivatives, such as those disclosed by Kohl. It would be 
further obvious to administer these complexes in the prevention/treatment protocols expressly 
suggested in the reference. One of ordinary skill would reasonably expect success in providing 
such treatment. 



Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Leigh Maier whose telephone number is (571) 272-0656. The examiner can 
normally be reached on Tuesday, Thursday, and Friday 7:00 to 3:30 (ET). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Ms. 
Anna Jiang (571) 272-0627, may be contacted. The fax number for Group 1600, Art Unit 1623 
is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Retrieval (PAIR) system. Status information for published applications may be obtained from 
either Private PAIR or Public PAIR. Status information for unpublished application is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov . Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197. 



Examiner's hours, phone & fax numbers 



Leigfr C. Maier 
Primary Examiner 
December 14, 2006 




